EXPERIMENTAL evaluation of ampicillin has proved that in animals this drug behaves like penicillin G in being rapidly excreted in high concentrations in the bile after oral, intramuscular and intravenous administration ( Table  I ). Most cases of acute cholecytitis and/or cholangitis showed gallstones or a non functioning gallbladder on X-ray examination; one patient had a fistula between the gallbladder and duodenum. One patient had already had a cholecystectomy, and another presented with an attack of acute cholangitis in association with biliary cirrhosis of the liver.
The four patients with chronic biliary disease showed milder clinical symptoms and signs but gave a history of epigastric fullness and pressure, nausea and heartburn after heavy meals and of recurrent slight jaundice; abnormal X-ray findings confirmed the diagno- cholangitis and cirrhosis died in hepatic coma (Table II) . Symptoms and findings of patients with acute angio-cholecystitis before and after treatment with ampicillin are listed in Table III . It is remarkable that in these cases improvement usually began within the first two days of therapy and full recovery was seen after eight to ten days. Figure 1 shows the effect of ampicillin therapy in a 51 years old male patient with acute angio-cholecystitis.
The clinical features on admission were severe pain, abdominal tenderness, high temperature, jaundice and elevated ESR. Under oral treatment with 3 gm. ampicillin dai-ly and general supportive measures this patient recovered quickly; X-ray examination with "Biligrafin" revealed a wide common duct and negative cholecystography.
In Fig. 2 the clinical course of a 56 years old female patient with acute angio-cholecystitis is demonstrated.
On culture of the A and C fraction of the bile--aspirated from the duodenum before therapy with ampicillin-Esch. coli and Proteus spp. were found and bile culture was sterile after three weeks of treatment. In this patient all symptoms and signs (colic, liver enlargement, slight jaundice, bilirubinuria and fever) subsided within one week of therapy. Two and a half months later a fibrotic gallbladder with thickened wall and a large stone in the cystic duct were removed at operation.
Conclusion
In conclusion we may say, that in treating our small series of patients with tbiliary infections ampicillin has proved to be a valuable drug. Similar good therapeutic results in these disorders were reportedc by other authors (Germer, 1963; Meythaler and Ell, 1963; Mossner and Maurer, 1963) . But the total number of patients presented in medical literature ranges between 50 and 60 (our first nine cases included).
One reason for these limited series is probably the fact, that until now we did not have an injectable preparation of ampicillin for clinical use. Therefore patients with severe nausea or vomiting in biliary infections had to be excluded from ampicillin therapy.
These preliminary results with oral therapy have been encouraging and at present we are carrying out further investigations using parenteral ampicillin to treat biliary infections.
DISCUSSION
LITrLER (Liverpool): I feel that acute cholecystitis is primarily a problem where the surgeon must be in at the beginning, 'because there are a certain number of these cases who are suitable for, and who should have, immediate cholecystectomy. They have to be carefully chosen, and I follow certain rules. It must be a first attack, and within the first 48 hours of the outset. The general medical condition of the patient should 'be suitable, and the patient must not be jaundiced. I personally do not accept the patient for immediate surgery if she is very fat-and we have in Liverpool a very large number of fat women with gallstones. Those for immediate cholecystectomy form only a smaill proportion of the cases with acute cholecystitis. The remainder are treated conservatively and 99% of them resolve. After they resolve, they are investigated and most of them later will be brought to cold surgery. The 1% which do not resolve, and do not improve clinically, require some operation, which is usually less than a cholecystectomy-drainage of a pericholecystic abscess, or the draining of the gall bladder itself and the removal of the stones.
In conservative treatment of these cases I use no anti-biotic at all. I have used tetracycline and ampicillin, and I cannot honestly say that there is any difference at all in these groups. No two cases are strictly comparable, of course, and this is only a clinical impression.
I think the acutely inflamed gall bladder is, by and llarge, not functioning at that time; it may have been diseased for some time, there may have been stones for many years and it may be merely a fibrotic sac. But the admittedly high concentration of ampicillin in the bile is not an advantage in these cases, because the gall bladder which is acutely inflamed is nQt bathed in ampicillin, it is bathed in muco-pus, and as has already been said, there is probalbly a stone obstructing the cystic duct, or Hartmann's pouch, so that the bile is not in fact entering the gall bladder. It is reasonable to suppose that any antibiotic which is going to have any good effect on that gall bladder must be taken there by the bloodstream, and not by the bile.
On the other hand, in acute ascending cholangitis, I think ampicillin may well have a place to play. This is a dangerous disease, not self-limiting and not amenable to surgery, and I am sure that any antibiotic which is present in the bile in high concentration will be well worth using in such a case. GREENBERG (Massachusetts): One other point should 'be made along the lines of acute cholecystitis and also in terms of acute appendicitis, and acute pancreatitis; and that is, in the initial 24 to 48 hours, when you have leucocytosis and temperature elevation together with clinical signs and symptoms of acute cholecystitis, it does not necessarily imply that this has a bacterial basis. In cultures taken during laparotomy at this time, one frequently finds peritoneal fluid which is sterile, and this would suggest, therefore, that there is first a chemical peritonitis. As was just pointed out, many of these cases, with appropriate conservative therapy, can be managed so that an elective procedure can be done after an interval of time, when it is safer.
